We analyzed the clinical characteristics of 37 Serbian CHH probands (34 sporadic, 3 familial). Genetic testings are available in 15 patients (Pitteloud, Switzerland; Tuttelmann, Germany; Bernard, Canada).
BACKGROUND:
Congenital hypogonadotropic hypogonadism (CHH) results from isolated GnRH deficiency and may present with normal sense of smell (nCHH), anosmia (Kallmann syndrome, KS) or in syndromic forms. Genetic defects are identified in approximately half of CHH cases and oligogenicity is noted in almost 10%.
Further, spontaneous reversal of is seen in 15% of patients.
RESULTS:
We analyzed clinical characteristics of 37 Serbian CHH probands (34 sporadic, 3 familial; HYPOTHALAMIC-PITUITARY IMAGING (MRI): in 11 patients pituitary MRI scans were normal, while some abnormalities were described in others: pituitary microadenoma (n=5), pineal cyst (n=1), agenesis of septum pellucidum (n=1), agenesis of corpus callosum (n=1), empty sella (n=1), pituitary hypoplasia (n=3), and macroprolactiinoma (n=1, at age 42) Family 3: a large family with 8 children (5 brothers and 1 sister with nHH and a novel mutation in FGFR1 gene (heterozygote c-1552+1G>A; Tuttelmann, Germany). Their mother was the carrier of the same mutation. Two members from this family had cleft palate.
Family 2: brother and sister with nHH. Brother has periodic hypokalemic paralysis and agenesis of septum pellucidum. Exome sequencing revealed oligogenicity in brother (heterozygous mutations in FGFR1, GNRH1, and LEP) and he is the only patient with oligogenicity (1/11 tested patients). Genetic analysis in sister revealed heterozygous mutation in FGFR1.
Leukodystrophy 4H Syndrome: Additional observations: hypoprolactinemia, thinned corpus callosum, small pituitary gland MRI scans of the brain of a 20-year-old male patient with 4H Sy
• Renal agenesis, dental agenesis, bimanual synkinesis and hearing loss NOT PRESENT in our group • Achalasia in one male with reversible nCHH
• Sy CHARGE: Coloboma / Heart defects / Atresia of choanae / Retarded growth / Genital anomalies / Ear defects •Sy 4H: Hypomyelination / Hypodontia / Hypogonadotropic Hypogonadism Gene mutation CHH / nCHH Associated comorbidities FGFR1 1 / 2 + cleft palate; periodic hypokalemic paralysis TRH test
